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DETAILED ACTION 

Election/Restrictions 

Applicant's election without traverse of Group I (claims 1-6, 15, 16 and 30-33) in 
the reply filed on 9/1/2009 is acknowledged. 

It is noted to applicants that pg. 2 of the office action of 6/1/2009 sets forth that 
applicants have received an action on its merits for the originally presented invention 
and therefore, the office action is being made Final. 

Status of Application, Amendments, And/Or Claims 

The amendments of claims 1 and 30-32 have been made of record. 

Claims 1-16 and 30-33 are pending. Claims 7 and 9-14 are withdrawn. 
Claims 1 -6, 8,15,16 and 30-33 are under examination. 

Response to Arguments 
Claim Objections/Rejections-withdrawn 

Claim Objections 

The objection of claims 1 and 30-32 for reciting a non-elected invention (a 
soluble BAFF receptor) is withdrawn in view of applicants' amendments to claims 1 and 
30-32 filed on 9/1/2009. 

Claim Rejections - 35 USC § 112-written description-withdrawn 

The rejection of claims 1-6, 8, 15-16, 18, and 30-33 under 35 U.S.C. 112, first 

paragraph, as failing to comply with the written description requirement is withdrawn in 

view of Applicants' amendment of claims 1 and 30-32 to recite a SEQ ID NO: 1 filed on 

9/1/2009. 
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Rejections-maintained 
Claim Rejections - 35 USC § 112- enablement 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-6, 8, 15-16, 18, and 30-33 remain rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a method of treating a 
patient having an autoimmune disease comprising an antibody that specifically binds to 
the polypeptide of SEQ ID NO: 2, does not reasonably provide enablement for treating 
any immunological disorder comprising administering an antibody that binds to the 
polypeptide of SEQ ID NO: 2. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to which the 
invention commensurate in scope with these claims. 

In In re Wands, 8USPQ2d, 1400 (CAFC 1988) page 1404, the factors to be 
considered in determining whether a disclosure would require undue experimentation 
include: (1) Nature of the invention, (2) the state of the prior art, (3) the predictability or 
lack thereof in the art, (4) the amount of direction or guidance present, (5) the presence 
or absence of working examples, (6) the breath of the claims, (7) the quantity of 
experimentation needed, (8) relative skill of those in the art. 

The instant disclosure fails to meet the enablement requirement for the following 

reasons: 
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The claims are broadly drawn to a method of treating a patient having any 
immunological disorder by administering to the patient a therapeutically effective 
amount of any antibody that binds to SEQ ID NO: 1 . 

Applicants argue (see pg. 10-13 of Response filed on 3/12/2009) that it has been 
established in the art that BAFF antagonists could be used to treat immunological 
disorders. They argue that the SNF1 mouse is well-established model of systemic lupus 
erythromatosus (SLE) and that the model closely mimics many important features of 
SLE and applicant cites references Kang et al (2005) and Kalled et al (1998) in support. 
They argue that short-term administration of a BAFF antagonist to nephritic SNF1 mice 
results in a long-term clinical benefit (Example 1). They argue that short-term 
administration of a BAFF antagonist also inhibited cardiac inflammation (Example 3), B 
cell hyperplasia (Example 4), and production of autoantibody (Example 5) and reduced 
the percentage of lgMlgD+ B cells which is presumed to be pathogenic (Example 6). 

Applicants' arguments have been fully considered but they are not persuasive 
because the claims are broadly drawn to a method of treating a patient having any 
immunological disorder by administering to the patient a therapeutically effective 
amount of any antibody that binds to SEQ ID NO: 1 . The claims are not drawn to 
treating a patient having nephritis or inflammation due to higher blood level of BAFF by 
administering an antibody that specifically binds to BAFF-R of SEQ ID NO: 2. The 
specification teaches that the administration of BAFFR-Fc fusion can increase survival 
of mice having nephritis (Example-1 ) or inhibits cardiac inflammation in SNF1 mice 
(Example 3). The specification does not disclose any example where the administration 
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of an antibody which simply binds to BAFFR of SEQ ID NO: 1 can treat any 
immunological disorder. 

The specification on pg. 13 discloses that the term "immunologic disorder" refers 
to disorders and conditions in which an immune response is aberrant. The aberrant 
response can be due to (a) abnormal proliferation, maturation, survival, differentiation, 
or function of immune cells such as, for example, T or B cells. Example of immunologic 
disorders include, but are not limited to, rheumatoid arthritis, asthma, psoriasis, multiple 
sclerosis (MS), inflammatory bowel disease (IBD), Crohn's disease, systemic lupus 
erythematosus (SLE), type I diabetes, Wegener's granulomatosis, transplant rejection, 
graft-versus-host disease (GVHD), hyperproliferative immune disorders, autoimmune 
diseases, B cell cancers, immuno-modulation, antibody-mediated pathologies (e.g., 
ITGP, myasthenia gravis, and the like), and Sjogren's syndrome. The specification does 
not disclose how one skill in the art can treat any immunological disorder by simply 
administering an antibody which has to only bind to the SEQ ID NO: 1 . Ruben et al (US 
Patent No. 7,1 12,410) teach a protein TR21 which belongs to TNF family that has 98% 
sequence homology with the instant protein (see Result 2 for issued patents in SCORE) 
and teach administering an antibody against TR21 in a person for treating a number of 
autoimmune diseases using anti-TR21 antibody (col. 122, lines 8+). But Ruben et al 
does not teach that any antibody that binds TR-21 can treat any autoimmune disease. 
Similarly, Ambrose et al (US Patent No. 7,1 1 2,421 ) teach a BAFF receptor of SEQ ID 
NO: 5 which is 99 % identical to the instantly claimed invention (see Result 1 for issued 
patents in SCORE) and a method of treating autoimmune conditions using an antibody 



Application/Control Number: 10/576,527 Page 6 

Art Unit: 1646 

against BAFF-R (abstract, col. 5, lines 42+). Therefore, the art teaches that one of the 
skill in the art would use a specific antibody against the polypeptide of SEQ ID NO: 1 to 
reduce or ameliorate an autoimmune disease which is associated with such polypeptide 
but one skilled in the art would be unable to practice the invention as broadly claimed 
without undue experimentation. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-6, 8, 15-16, 18, and 30-33 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ruben et al. (US Patent No. 7,1 12,410) in view of Brenner et al (US 
Patent No. 5,445,940). 

The instant claims are broadly drawn to a method of treating a patient having an 
immunologic disorder, comprising: (a) administering to the patient a therapeutically 
effective amount of an antibody that binds to SEQ ID NO:1 , at least once or at one or 
more intervals of less than N weeks; (b) temporarily discontinuing the administration of 
step (a) for N weeks or longer; and (c) repeating steps (a) and (b) at least once; wherein 
N is 8, 9, 1 0, 1 1 , or 1 2 (claims 1 , 30-33), wherein the administration of step (a) 
comprises an interval of 1 ,2, 3, 4, 5, 6, or 7 weeks (claim 2), wherein the antibody is 
administered in step (a) 2, 3, 4, 5, 6, or 7 times a week (claim 3), wherein the 
administration is discontinued in step (b) for 12, 18, 24, 30, 36, 42, 48 weeks or longer 
(claim 4), wherein the patient has abnormal titer of autoantibodies in the serum (claim 
5), wherein the patient is human (claim 6), wherein the immunologic disorder is an 
autoimmune disorder (claim 15) and wherein the immunologic disorder is systemic 
lupus erythematosus (claim 16). 

Ruben et al teach a polypeptide TR21 which belongs to TNF family and the 
polypeptide has 98% sequence homology with the instant protein (see the attached 
sequence alignment). Ruben et al teach a method of treating a number of autoimmune 
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diseases by administering an antibody against TR21 in a person for treating (col. 122, 
lines 8+). They teach that said diseases include lupus associated diseases or disorders, 
arthritis, nephritis associated with systemic lupus or renal disorders (col. 122, lines 45+) 
or B cell lineage related cancers (col. 126, lines 3+). It is well known in the art that a 
person having an autoimmune disease has abnormal level of autoimmune antibodies in 
the serum. Additionally, regarding the limitation "wherein N is 8, 9, 10, 1 1 , or 12" is 
routine in the art in the field of STI. 

Ruben et al do not teach a method of temporarily discontinuing administration of 
said antibody for N weeks or longer, and then repeating the treatment. 

Brenner et al teach treating an autoimmune disease, rheumatoid arthritis (RA) by 
administering anti-VaM 2.1 antibodies (col. 15, lines 36+). They teach the treatment 
regimens can by a bolus administration or continuous administration followed by 
repeated treatment by interruption intervals of three days to couple of weeks as the 
severity of disease (col. 17, lines 15+). It is well known in the art that interruption of 
treatment would reduce cost to patient and toxicity associated with the treatment. 

Therefore, it would have been prima facie obvious to one of the skill in the art to 
administer an antibody against TR21 which would bind to the polypeptide of SEQ ID 
NO:1 for treating an autoimmune disease as taught by Ruben et al in a structured 
treatment interruption format as taught by Brenner et al. One of the skill in the art would 
have been motivated to administer an antibody in a patient having an autoimmune 
disease as taught by Ruben et al wherein the treatment is at an interval depending on 
severity of a disease as taught by Brenner because interruption in treatment would 
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reduce cost and toxicity associated with the treatment to said patient. One of the skill 
would have a reasonable success in administering an antibody against TR21 for 
treating an autoimmune disease because Brenner teaches treating RA by administering 
an antibody at an interval of two weeks. 



RESULT 2 
US-10-229-352-2 

; Sequence 2, Application US/10229352 

; Patent No. 7112410 

; GENERAL INFORMATION: 

; APPLICANT: Ruben, Steven 

; APPLICANT: Hilbert, David 

; TITLE OF INVENTION: Human Tumor Necrosis Factor TR2 1 and Methods Eased Thereon 

; FILE REFERENCE: PF52 6 

; CURRENT APPLICATION NUMBER: US/ 10/229, 352 

; CURRENT FILING DATE: 2002-08-28 

; PRIOR APPLICATION NUMBER : 60/315,357 

; PRIOR FILING DATE: 2001-08-29 

; PRIOR APPLICATION NUMBER: 09/910,562 

; PRIOR FILING DATE: 2001-07-23 

; PRIOR APPLICATION NUMBER: 60/220,116 

; PRIOR FILING DATE: 2000-07-24 

; PRIOR APPLICATION NUMBER: 60/221,143 

; PRIOR FILING DATE: 2000-07-27 

; NUMBER OF SEQ ID N05 : 5 

; SOFTWARE: Patentln version 3.1 

; SEQ ID NO 2 

; LENGTH: 184 

; TYPE: PRT 

; ORGANISM: human 

US-10-229-352-2 



Query Match 98.7 s !; Score 939.5; DB 3; Length 184; 

Best Local Similarity 98.4 s !; Pred. No. 1.4e-77; 

Matches 181; Conservative 0; Mismatches 2; Indels 1; Gaps 1; 



Qy 3 RRGPRSLRGRDAPAPTPCXPAECFDXLVRHCVACGLLRTPRPKPXAGASSPAPRTALQPQ 62 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 
Db 2 RRGPRSLRGRDAPAPTPCVPAECFDLLVRHCVACGLLRTPRPKP-AGASSPAPRTALQPQ 60 



Qy 63 ESVGAGAGEAALPLPGLLFGAPALLGLALVLALVLVGLVSWRRRQRRLRGASSAEAPDGD 12 2 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 
Db 61 ESVGAGAGEAALPLPGLLFGAPALLGLALVLALVLVGLVSWRRRQRRLRGASSAEAPDGD 12 0 



Qy 123 KDAPEPLDKVIILSPGISDATAPAWPPPGEDPGTTPPGHSVPVPATELGSTELVTTKTAG 182 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I II I I I I I I I I I I I I I I I I I I I I I I I I 
Db 121 KDAPEPLDKVIILSPGISDATAPAWPPPGEDPGTTPPGHSVPVPATELGSTELVTTKTAG 180 



Qy 183 PEQQ 186 

I I I I 

Db 181 PEQQ 184 
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Claims 1-6, 8, 15-16, 18, and 30-33 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ambrose et al (US Patent No. 7,1 1 2,421 ) in view of Brenner et al (US 
Patent No. 5,445,940). 

The instant claims are broadly drawn to a method of treating a patient having an 
immunologic disorder, comprising: (a) administering to the patient a therapeutically 
effective amount of an antibody that binds to SEQ ID NO:1 , at least once or at one or 
more intervals of less than N weeks; (b) temporarily discontinuing the administration of 
step (a) for N weeks or longer; and (c) repeating steps (a) and (b) at least once; wherein 
N is 8, 9, 1 0, 1 1 , or 1 2 (claims 1 , 30-33), wherein the administration of step (a) 
comprises an interval of 1,2, 3, 4, 5, 6, or 7 weeks (claim 2), wherein the antibody is 
administered in step (a) 2, 3, 4, 5, 6, or 7 times a week (claim 3), wherein the 
administration is discontinued in step (b) for 12, 18, 24, 30, 36, 42, 48 weeks or longer 
(claim 4), wherein the patient has abnormal titer of autoantibodies in the serum (claim 
5), wherein the patient is human (claim 6), wherein the immunologic disorder is an 
autoimmune disorder (claim 15) and wherein the immunologic disorder is systemic 
lupus erythematosus (claim 16). 

Ambrose et al teach a polypeptide BAFF-R which has 99% sequence homology 
with the instant protein (see the attached sequence alignment). Ambrose et al teach 
using an antibody against TAFF-R for treating autoimmune conditions (abstract, col. 5, 
lines 42+). They teach treating autoimmune conditions such as systemic lupus 
erythematosus, rheumatoid arthritis, Grave's disease, or B cell carcinomas (col. 5, lines 
50+). It is well known in the art that a person having an autoimmune disease has 
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abnormal level of autoimmune antibodies in the serum. Additionally, regarding the 
limitation "wherein N is 8, 9, 10, 1 1 , or 12" is routine in the art in the field of STI. 

Ambrose et al do not teach a method of temporarily discontinuing administration 
of said antibody for N weeks or longer, and then repeating the treatment. 

Brenner et al teach treating an autoimmune disease, rheumatoid arthritis (RA) by 
administering anti-VaM 2.1 antibodies (col. 15, lines 36+). They teach the treatment 
regimens can by a bolus administration or continuous administration followed by 
repeated treatment by interruption intervals of three days to couple of weeks as the 
severity of disease (col. 17, lines 15+). It is well known in the art that interruption of 
treatment would reduce cost to patient and toxicity associated with the treatment. 

Therefore, it would have been prima facie obvious to one of the skill in the art to 
administer an antibody against TAFF-R which would bind to the polypeptide of SEQ ID 
NO:1 for treating an autoimmune disease as taught by Ambrose et al in a structured 
treatment interruption format as taught by Brenner et al. One of the skill in the art would 
have been motivated to administer an antibody taught by Ambrose et al for treating an 
autoimmune disease, wherein the treatment is at an interval depending on severity of a 
disease as taught by Brenner because interruption in treatment would reduce cost and 
toxicity associated with the treatment to said patient. One of the skill would have a 
reasonable success in administering an antibody against TAFF-R for treating an 
autoimmune disease because Brenner teaches treating RA by administering an 
antibody at an interval of two weeks. 
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RESULT 1 

US- 10-3 80-703 A-5 

; Sequence 5, Application US/10380703A 

; Patent Wo. 7112421 

; GENERAL INFORMATION: 

; APPLICANT: Biogen, Inc. 

; APPLICANT: Thompson, Jeffrey S 

; APPLICANT: Ambrose, Christine H 

; TITLE OF INVENTION: Receptor Nucleic Acids and Polypeptides 
; FILE REFERENCE: BIOG-0086 

; CURRENT APPLICATION NUIIBER : US/ 10/3 80, 703 A 

; CURRENT FILING DATE: 2 003-07-2 8 

; PRIOR APPLICATION NUIIBER : 60/233,152 

; PRIOR FILING DATE: 2000-09-18 

; PRIOR APPLICATION NUIIBER: 60/234, 140 

; PRIOR FILING DATE: 2000-09-21 

; PRIOR APPLICATION NUIIBER: 60/268,499 

; PRIOR FILING DATE: 2001-02-13 

; PRIOR APPLICATION NUIIBER: 60/312,185 

; PRIOR FILING DATE: 2001-08-14 

; NUIIBER OF SEQ ID NOS : 37 

; SOFTWARE : Patent In version 3.1 

; SEQ ID NO 5 

; LENGTH: 185 

; TYPE : PRT 

; ORGANISM: Homo sapiens 
US-10-380-703A-5 

Query Match 99.8%; Score 950; DB 3; Length 185; 

Best Local Similarity 98.4%; Pred. No. 1.6e-78; 

Matches 181; Conservative □; Mismatches 3; Indels 0; Gaps 0 

Qy 3 RRGPRSLRGRDAPAPTPCXPAECFDXLVRHCVACGLLRTPRPKPXAGASSPAPRTALQPQ 62 

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 
Db 2 RRGPRSLRGRDAPAPTPCVPAECFDLLVRHCVACGLLRTPRPKPAAGASSPAPRTALQPQ 61 

Qy 63 ESVGAGAGEAALPLPGLLFGAF ALLGL ALVL ALVLVGLVSWRRRQRRLRGASSAEAPDGD 122 



Db 



62 



ESVGAGAGEAALPLPGLLFGAPALLGLALVLALVLVGLVSURRRQRRLRGASSAEAPDGD 121 




123 



KDAPEPLDKVI ILSFGI3DATAF A¥FFFGEDPGTTPPGHSVPVPATELGSTELVTTKTAG 182 




122 



KDAPEPLDKVI ILSPGI3D ATAPAWPPPGEDPGTTPPGHSVPVP ATELGSTELVTTKTAG 181 



183 



PEQQ 186 



182 




Conclusion 



No claim is allowed. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GYAN CHANDRA whose telephone number is 
(571)272-2922. The examiner can normally be reached on 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol can be reached on (571 ) 272-0835. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Gyan Chandra 
AU 1646 



/Robert Landsman/ 
Primary Examiner, Art Unit 1 647 



